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REMARKS 

This i c > Used Reply is responsive to the final Office Action mailed March 29, 2007 
vui^fOv !j <. ; ;< s - ^ „ i were pending 

at the time of the O ffice Action. Claims 16-20 and 22-33 were previously withdrawn ptirsuam to 
a ^ - ' Requirement. By this. Reply, claims 1. 3 ana: 10 are c <. c<. and claims 34-39 are 
added. No new matter is presented. 
a • a : \ ir.cnt s to the Specification 

Paragraph [0105] was amended to replace "nanostnicted" with "nauosiruchned'." As 
evident from the title of the reference to which the sentence containing the correction refers 
("Sur&ce-Inhanced Raman Spectroscopy Using Metallic Nanostructares"), this merely corrects 
a typographical error. Accordingly,, no now matter is introduced. 
t I i \;nendment§ 

Claims 1 and 10 were amended to recite SBRS molecular probes (SMPs) "comprising at 
least one solid nanoparticle comprising an elemental me tal, savl cc mo 

nanostnyck*. v This 

language reflects the fact that the outer-surface of the nanoparticle is nanostructured in order to 
achieve the significant enhancement of the Raman signal that resulted in rejuvenation of the 
Raman technique, see Specification, paragraph [0016]. At the time the application was filed a 
"SERS-active surface" was understood to exhibit an enhancement of at least 10* or more, see id 
The phrase SEES active is used throughout the specification, including paragraphs [001 S] & 
[01 001. 
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New claims 34-39 are 0 t ^%i ton; e n about 10 

•nanometers to 100 nanometers, (it) an outer surface thai provides a Raman enhancement of at 
least 10\ and/or (in) an outer surface that provides a Raman end an cement of at least 10 1 ' 1 . 
Su)>rt >i Imeats can b found throughout the specification , including the 

f o k ^ ' < i * . v e w " e - paragraph [0063]. (ii) & (Hi) Raman enhancement - 

gly, no m teris i itroduced 
Pr ior Art F U . s( nip is *\A §10310) 

In the Office Action claims 1-4, 7-1:4 and 21 were rejected under 35 U.S.C. § 102(b) as 
being anticipated by Dubertret et al published as WO 02/18951 (hereinafter "Duberttef), as 
evidenced by a chapter in a book by Lakowicz entitled "Principles of Fluorescence 
Spectroscopy", Second Edition, pgs. 25-61, 1.999 (hereinafter "Lakowicz"). In the Office Action 
claims 5 and 6 were rejected under 35 U.S.C. § 103(a) as being anticipated by Dubertret in view 
of U. S. Patent No. 6,417,340 issued to Uvkmet al. (hereinafter "Mirkin"), 

According to the Examiner: 

Rogaxasgg skims I 9, D«ae?m?i et si tssoh sn oilgonsdwdde -based nnbseado probe, 
the pnd^e cssrsinseig g 

;a ksst s>sc soOd n&sapsrbsb; sessgsixmg s.o ogsniaoal raocib sain sssscgssbsls bsving ssi 
^uunsofe expanses p g IB; gsgg 5, fees !4ggg gage 6, > > 1 5} ; and 

* \ - x \ :omgk lemons 

v ^ i &sl stem aUssbod *c ono sob of sak! pbs boa h&visg o gasa a»e SERS *cts 
U\l sg&obeb f\ , . f . v.-xorJ , ko - - * : * ; , ; 0 of said gin bep mi 
*o ao v s v s < ,\em^c^ 

^e w n ^ - ^ feKPhnvjog 
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>ap$Jia.e§t 

M;$f*$«<i esfMJ SB x < earn ^ 

have stKinge? SERS vara: m the ck>a<,i kan:. ..a - k.a aasa iomV;. 

fcegsrdiag i lalms 2 and 3, IX l?«trst et al taa-h r ;aag Site a o 5 a- d a; -u< ka (p > ;t I 



ss ? ; Dut>^^ attach mulii 



A \ \ akiaas 19 aak ! k A , s , st. a s] 

I R, 14sr^21,£hfc«r&e*ets! t^ch multiple b«o^ horn* ^ & *»Md 
** o.:.k :hC:.., . 



aksaa B,D^st«3etsUe&&.& 3; 



, :-;Aso" gat as 

\m s^m which h$®m- 



ptmmimmiu^m; 4k iaaa tw;a P&axgaaghag g§ga42-4d; pags 4/, first paaagaapik, pfaaaadkde 
Cpsgsj 4? : rtxvv o - saaksaaade k. a. (page a'g idks pa^gaapd) . a CCD deteaiaa^P 

Prior to addressing the cited references, Applicants review the invention 
forth in amended claim 1: 

1. (Currently amended) A oligotmcleoide-based surface-enhanced 
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at least one solid nanoparticle comprising an elemental metal, said 

lopar! i a ti' i ] m <a r ^ ed oute - hce t 

enhanced R aman spectroscopy (SER S) active, and 

at least one pin loop, said pin loop including a loop sequence 
ipiementary to at least one targ e, a 

ofs i pin loop aving a east ern S5RS active label attached thereto and a 
second stem attached to the other end of said ant loop and said nanoparticle. 
wherein said probe generates a stronger SERS signal upon irradiation with 
excitation radiation when not bound to said target sequence as compared to a 
^ , j i ««k pre! l v\ . 4 «ai ^ ^ 

The claimed SMP includes at least one solid oanoparticie having a nanostrucrnreo enter 
surface that is SERS active. At the time the specification was filed, a surface was not considered 
SERS active unless it exhibited an enhancement of at least 10* compared to conventional Raniaii 
Spec *scop> j n evidenceo Dy the specification and 

ap ant VoDinh's publications cited in .the specification, it was well known at the time the 
application was filed that Raman signal enhancements reaching this level required a 
nanostructured surface, see Specification, paragraph [0105] and references cited therein. 

It is also well known that probes and indicators used in fluorescent spectroscopy are 
selected in order In nua/c ihc Raman peaks, see Lakowicz, p. 39, pat _ ng the first 

and second columns. This is because accurate fluorescent spectroscopy requires a fluorescent 
emission spectrum signal that overwhelms the Raman peak, see id. Because limiting the Strength 
of the Raman signal is necessary to avoid distortions of the fluorescent emission spectrum, the 
fluorescent probe in Dubertrei would not be nanostructured in a manner to make the nanoparticle 
SERS active as required by the claimed invention. 

Tins is evidenced by the feet thai Dubetret discloses that the preferred particle size 
(diameter) for Dahertret's nanopartieles is about 1.4 nanometers, see Daberiret, p. 6, In. 12. It 
was, and is, well known that when SERS active surfaces are formed using nanoparticles, the 
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lanopanicles must be sig e larger tha ; s t ieroi' IOO 

naix uete i ?e< Spec ication para ve known that la 

the order to 1.4 .nanometers would not result in a SERS active surface. 

Based on she knowledge in the art, it would have been clear that Dubeitrefs disclosure 
did not place the currently claimed invention, which deals with SERS spectroscopy not 
fluorescent spectroscopy, in the possession of the public. This is evident in that Dubertret's 
disclosure must be construed in the context of a fluorescein spectroscopy reference. In this 
context, it is clear that Dubertret does not disclose or suggest particles in the proper range and 
does not disclosure or suggest a nanosiructured surface, as the term is used, by those skilled in the 
art of SERS spectroscopy. Clearly, Dubertret does not disclose the claimed sanostruetured 
surface which is necessary to provide the claimed SERS active surface. 

Applicants wish to review a portion of the law relevant for making a rejection under 35 
U.S.C. § 102. k order for a claim to be anticipated by a reference disclosing a range or variety of 
ranges, the reference must disclose the range with "sufficient specificity,* see MFEP 2131,03.11. 
For example, in Atqfina v. Great Lakes Chem Corp, 441 F.3d 991, 999 (Fed. Or. 2006), the court 
held that a .reference temperature range of 100-500 degrees Celsius did not describe the claimed 
range of 330 - 450 degrees Celsius with sufficient specificity to be anticipatory. Even more 

<* t v e< o u^Jr__22 _ e,e < t 

mmrencVs - . , u ue (150-350 ceerCvS Celsius), the overlap was n ot safficient for 
antklnatiog. see MPEP 2131. 03.H. The MPEP suggests lookmg to the preferred embodiments to 

_ ea* i ~ _ ■> ■■' 
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Dubertret discloses that the preferred particle diameters are oh the order of 0.8 and 1.4 
nanometers. While this particle size is sunk ■ si i to - juench a fluorescent signal it is not sufficient to 
produce a SERS active surface, It is well known in the ait of SERS spec; < s articles less 

than 2 nanometers, are simply too small to provide a SERS active surface. Thus. Duoeitrefs 
disclosure does not disclose the claimed invention with sufficient specificity because the claimed 
invention requires a SERS active surface, which cannot be produced using the preferred 
nanopartiel.es described in Dubertret. 

in conclusion, it is clear that Dubertret does not disclose or suggest the claimed SMP with a 
nanostmcture surface that is SERS active, because Dubertret does not disclose or suggest the 
necessary nanostnicuturing and does not disclose or suggest the particle size necessary to achieve a 
SERS active surface wife sufficient specifscity. Accordingly Applicants respectfully request 
withdrawal of the current rejection. 
Mew Claims 

New claims 34-39 are drawn to aspects of the claimed invention that further distinguish 
the pending claims from those of the cited references. Each of the elements in these claims is 
either not disclosed at all by Dubertret or not disclosed by Dube.t et with "s - jecificit] " 

as required by the MPEP, see MPEP 21 31. 03.11. 
( mclasjon 

Applicants have made every effort to present claims which distinguish over the cited art, 
and it is believed that all claims are in condition for i j i o ' \ ca invite the 
Examiner to call the undersigned if it is believed that a telephonic interview (direct line: 561- 
671-3624) would expedite the proseentioB of the application to an allowance. The 
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Commissioner is hereby -authorized to charge the $395 fee for a Request for Continued 
' .u - : A )jnt No. 50-0951. No "J ^ J to be due; 

however, the ssione 1 ~ sncy o credit 

an surplus to Deposit Account No. 50-0951, 

Respectfully submitted, 
AKERMAN SENTE.RFITT 

//, / /// 

>? * J f ff/ / 

IAt _lv " " 

Ncf i\ '» R03 

'A: no. 56,216 
.AAoVv> WA] 
P.O. Box 3 188 A" 
West Palm Beach, FL 33402-31 88 
Docket No. 6321-227 Tel:. 561-653-5000 



iWF40S642;O 



14 



